Functional neuroimaging implicates hyperactivity of amygdala-orbitofrontal circuitry as a common neurobiological mechanism underlying the development of anxiety. Less is known about anxiety-related structural differences in this network. In this study, a sample of healthy adults with no history of anxiety disorders completed a 3T MRI scan and self-report mood inventories. Post-processing quantitative MRI image analysis included segmentation and volume estimation of subcortical structures, which were regressed on anxiety inventory scores, with depression scores used to establish discriminant validity. We then used a quantitative vertex-based post-processing method to correlate (1) anxiety scores and (2) left amygdala volumes with cortical thickness across the whole cortical mantle. Left amygdala volumes predicted anxiety, with decreased amygdala volume associated with higher anxiety on both state and trait anxiety measures. A negative correlation between left amygdala volume and cortical thickness overlapped with a positive correlation between anxiety and cortical thickness in left lateral orbitofrontal cortex. These results suggest a structural anxiety network that corresponds with a large body of evidence from functional neuroimaging. Such findings raise the possibility that structural abnormalities may result in a greater vulnerability to anxiety or conversely that elevated anxiety symptoms may result in focal structural changes.
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Introduction
Anxiety is characterized by a state of apprehensive expectation, fear, hyperarousal, vigilance to threat cues, avoidance behaviors, and negatively valenced cognitions (American Psychiatric Association [DSM-IV-TR], 2000). Anxiety may be transient, triggered by situational stressors, and attenuated by self-regulatory strategies; however, it becomes more invasive to daily functioning when fear persists without identifiable triggers or when regulation strategies fail, resulting in a more chronic anxious state. Functional neuroimaging studies identify disruption of amygdala-prefrontal circuitry as a common neurobiological mechanism underlying anxiety-related behaviors and cognitive biases (Bishop, 2007) .
Converging evidence from animals and humans implicates the amygdala as the most critical structure involved in fear and anxiety (LeDoux et al., 1988; Davis, 1992; LaBar et al., 1995; LaBar and LeDoux, 1996; Phelps and LeDoux, 2005) . Anxiety is the most common mental phenomenon evoked by direct electrical stimulation of the human amygdala (Halgren et al., 1978) and the amygdala is found to be hyperresponsive to anxiety-provoking stimuli (Davidson et al., 1999) . Exaggerated amygdala activation is demonstrated in trait anxiety (Stein et al., 2007) , post-traumatic stress disorder (PTSD) (Shin et al., 2001 (Shin et al., , 2004 , social anxiety (Klumpp et al., 2010; Schmidt et al., 2010) , and generalized anxiety disorder (GAD) (Nitschke et al., 2009) , implicating this structure in subclinical anxiety and anxiety disorders.
Neurocognitive models of fear regulation propose top-down modulation of amygdala activity by prefrontal regions (Phelps and LeDoux, 2005) . Activity in the ventromedial prefrontal cortex/ subgenual anterior cingulate (vmPFC) is associated with retention of extinction learning (Phelps et al., 2004) , as well as the ability to use cognitive emotion regulation strategies (e.g. imagining a soothing scene) to attenuate an aversive response (Delgado et al., 2008) . Impaired down-regulation of anxiety is associated with the diminished integrity of amygdala-prefrontal tracts (Banks et al., 2007; Kim and Whalen, 2009; Phan et al., 2009) . Likewise, the orbitofrontal cortex (OFC) is strongly implicated in anxiety expression (Milad and Rauch, 2007) , most likely due to its role in both the acquisition and reversal of positive and negative stimulus-response contingencies (Schoenbaum et al., 2000) . Damage to the orbitofrontal cortex in humans, for example, can impair the learning and reversal of stimulus-reinforcement associations, and thus the correction of behavioral responses when reinforcement contingencies change Psychiatry Research: Neuroimaging 194 (2011) 296-303 
